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ABSTRACT OF THE DISCLOSURE

The present invention provides a compound of the fol-
lowing formula:

CH;-CH;
CH:~-CH: CHr-C=N—NH—C=NH
Hr-CH: CH-CH3 IlIHz
He-CH:

useful as a medicament having hypoglycemic properties.

The present invention concerns a medicament with hy-
poglycemic properties and process for its preparation.

According to the present invemtion cyclododecanyl-
idene-aminoguanidine is provided of the formula:

CH~CH;
CH—~CH; éHz—CzN-—NH—CzNH
H;-CH; CHy~CHj, H,
H;—CHy

The invention includes a process for the preparation
of this compound by the condensation of cyclododecanone
with a salt of aminoguanidine. In the following example
which illustrates such a process the parts are parts by
weight unless the contrary is stated.

EXAMPLE

45.5 parts of cyclododecanone are dissolved in 300 parts
by volume of ethanol maintained at 60° C. A mixture
comprising 56.25 parts of hydrated aminoguanidine bi-
carbonate (content 72.5%), 200 parts of water and 25.4
parts by volume of concentrated hydrochloric acid is
added to the above solution. Then a solution of 12 parts
of sodium hydroxide in 50 parts of water is added all at
once. The mixture is refluxed with stirring for 3 hours.
After cooling and diluting to up to 4000 parts by volume
by means of ice water, 57 parts of cyclododecanylidene-
aminoguanidine are obtained. This product is recrystal-
lised from carbon tetrachloride or dichloroethane. 51
parts are obtained. M.P. (Maquenne): 142° C. pKz: 9.9.

The cyclododecanylidene-aminoguanidine is insoluble
in water, but soluble at 1% in edible olive oil.

Analysis.—Calc’d for Ci3HzN, (percent): C, 65.50; H,
10.99; N, 23.50. Found (percent): C, 65.20; H, 10.60; N,
23.20.

Toxicological and pharmacological properties

The compound of this invention has a rather weak
toxicity and when tested on Swiss Albino mice, taken
orally, its L.D. 50 is in fact between 300 and 900 milli-
grams per kilogram of animal weight.

From the pharmacological point of view, its most strik-
ing property is its hypoglycemic action. This action has
been able to be shown with rats according to the follow-
ing record: 30 male animals are divided into 3 equal
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groups, one group of control animals, a group of animals
treated at a dose of 200 mg./kg. with phenformine (hypo-
glycemiant used for comparison) and a group treated at
a dose of 200 mg./kg. with the compound of the inven-
tion.

The animals take food ad lib.

The test is carried out for 8 days. The animals are
treated orally daily for four days and the serumal glucose
is determined by the potassium ferricyanide method (Hoff-
man, W. S., J. Biol. Chem., 120, 51 (1937), on the fourth
day, four hours after the last oral administration, as well
as on the eighth day.

In order to evaluate the hypoglycemic activity, the mean
level of the treated group (XTR) is compared with that
of the controls (XTE). For this purpose there are cal-
culated:

(a) the average differences, say AX=XTE—XTR and the
coefficient “#” of student which enables one to deter-
mine if the apparent difference is significant, and

(b) the rate of decrease or increase which the average
glycemia of the treated group shows with respect to
that of the controls,

_XTE—XTR

TD= X7TE X100

Under these conditions the results obtained are as fol-
lows:

Variation

in per-

Dose, cent of
Product mg./kg. glycemia Mortality
Phenformine. ..o oo 200 1-18 0/10
Compound of the invention_ _...._... 200 126 0/10

! Highly significant: probability equal to or greater than
99.9%.

The compound of the invention, under the experi-
mental conditions described, thus has a superior activity

of almost half as much again as that of phenformine, the
reference product.

Therapeutic utilisation

The compound of the invention may be used together
with pharmaceutically acceptable carriers in human thera-
peutics, for example, orally in the form of for example
compressed tablets, gelatine-coated pills or cachets, at a
daily dose of 50 to 300 mg. of the active compound. It

is particularly indicated for the treatment of sugar di-
abetes.

We claim:

1. The compound of the following formula:

CHy~CH,
CHr-CHa CHr-C=N-—-NH—C=NH
H;-CH; CH:~CHy NH;
H;~CHj
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